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Remarks 



Introduction 

Claims 1-9, 17-25, and 28-33 reroain pending. 

Re jectionB Under 35 U.S.C. § 103 

Claims 1-9, 17-25. and 28-33 have been rejected under 35 
use § 103(a)' as allegedly being unpatentable over Ludlow et 
al. in view of Simpson (1991) and further in view of Jankovic et 
al (1991) . 

The Office Action indicates that it would have been obvious 
to a person of ordinary skill in the art to administer botulinum 
toxin type F in combination with botulinum toxin type A because 
the patients developed Bnri bodied to toxin A (emphasis 

added; Office Action, page 4, second full paragraph and page 6, 
second full paragraph) . The Office Action also indicates that 
it would" have been obvioua to a person of ordinary skill in the 
art to extend the teachings of Ludlow to serotypes other than 
type F, and to administer the other serotypes after A as claimed 
with a reasonable expectation of success (emphasis added; Offxce 
Action, page 4, second full paragraph and page 6. second full 
paragraph) . 

Applicant traverses the rejections. 

Claim 1 is directed to a method that comprises a step of 
administering simultaneously to a patient a therapeutically 
effective amount of a combination of at least two neurotoxins. 



Page 2 of 8 



PAGE 3/9 ' RCVD AT 6113/2005 6:47:22 PM [Eastern DayOght Time] ' SVR:USPT0{FXRF'l/2 ' DNI^^ 



T-587 P. 004/009 F-067 



Appl. No. 09/845,514 

Reply to Office Action of January 1 3 , 2UU:) 

Clain. 17 is directed to a contposition (e.g., one composition) 
that comprises a therapeutically effective amount of a 
combination of at least two neurotoxins. Claim 18 is directed 
to a therapeutic composition (e.g., one composition) that 
comprise, botulinum toxin types A and B. Claim 29 is directed 
to a therapeutic composition (e.g., one composition) that 
comprises botulinum toxin types A and E. Claim 30 is directed 
CO a therapeutic composition (e.g., one composition) that 
comprises at least two different types of botulinum toxin. 

in short, the present claims are directed to methods that 
comprise _.imultaneou3ly administering at least two types of 
botulinum toxin, and single compositions that comprise two or 
.ore types of botulinum toxin. In other words, the present 
Claims are directed to subject matter that is different and 
distinct from methods which comprise administering non-type A 
serotypes of botulinum toxin after type A toxin has been 
administered to a patient, as stated in the Office Action. 

Ludlow et al. discloses treatment of torticollis by 
administering botulinum toxin type F to patients who have 

^ . J. ^„ 4.,mi=. A liudlow discloses a 

antibodies to botulxnum toxin type a. 

composition which comprises only one type of botulinum toxin, 
i e botulinum toxin type F. Ludlow discloses a method of 
treating a patient by administering botulinum toxin type F to a 
patient at ^ different time (i.e., not simultaneously) than 
botulinum toxin type A, for example, botulinum toxin type F xs 
administered to the patients after the patients received 
botulinum toxin type A therapy. 
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Simpson is a review article describing various features of 
botulinum toxin, including distinct antigenicities among the- 
various serotypes and similar properties of inhibiting 
acetylcholine release. Although Simpson discloses that the 
different serotypes share a common feature of inhibiting 
acetylcholine release, Simpson also discloses that the 
mechanisms of action vary among the different serotypes. 

Jankovic is a review article discussing therapeutic uses of 
botulinum toxin type A. Jankovic discloses that patients with 
antibodies against botulinum toxin type A will likely respond to 
injections with other botulinum toxins that are immunologically 
distinct from botulinum toxin type A. 

Applicant submits that the combination of Ludlow, Simpson, 
and Jankovic does not disclose, teach, or suggest the present 
invention. For example, the combination of Ludlow. Simpson, and 
Jankovic does not disclose, teach, or even suggest a method 
which comprises simultaneous administration (e.g., at the same 
time, not at different times), or a single composition that 
comprises at least two different types of botulinum toxin. 

Significantly, the Office Action acknowledges the deficient 
teachings of the combination of references. In particular, the 
Office Action specifically states that it would be obvious to 
administer a non-type A serotype of botulinum toxin after 
separate administration of botulinum toxin type A. 

The characterization of the claimed invention in the Office 
Action is simply incorrect. The present claims are directed to 
a method which comprises simultaneously administering at least 
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„o different types =f botuUnun, toxin. In other word., the 
second botulinum to.in ie B°t ,»-in,inistsred after the type 
hotulinu. toxin i. administered. In-direct contrast, the prxor 

only teaches the eeguential (i.e., not si,r.ltaneous 
administration of a single type of botuZinu™ toxin (type 
after administration of a botulinum to.in type A and the 
;;;;;iopment Of antibodies to type A botulinum toxin. The pr.or 
art does not disclose, teach, or even suggest administratron of 
two or more botulinum toxins at the same time. 

Thus, applicant submits that the combination of Ludlow et 
al.. Simpson, and Jankovic does not disclose, teach, or even 
suggest all of the elements recited in the present claims. 

It is well established Chat a proper rejection under 3S 
use S 103 must be based on a showing of reasons that a person 
c£ ordinary skill in the art, confronted with the same problems 
as the inventor and with no knowledge of the claimed invention, 
„culd select the elements from the cited prior art references 
fcr combination in the manner claimed." (m re Kouffet, 145 F.3d 
1350 1357 (Fed. Cir. 1998)). Applicant submits that the crted 
references, ' taken alone or in any combination, do not disclose, 
teach or even suggest administering two or more different 
botulinum toxins i.Hmultaneously, and do not disclose, teach, or 

jj<=4r^r-pnt tvoes of botulinum toxin in a 
even suggest two or more different types 

single con^posit ion. Thus, the rejections of the claims under 35 
Zs7. § 103 cannot be properly maintained and should be 
withdrawn. 

in addition, applicant submits that the general disclosure 
, by Simpson of the different serotypes of botulinum toxin does 
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„.t provide «.y ™,tiv«lon or incentive to a p«3cn of ordinary 
U rL aL to =o„*ine .udlow et al., Simpson, and aanKov^c 
tr any pu^.e, let alone to cosine , .udlow at • ■ -J^- 
.aLovic and epacifically provide at leaat t»o diHerent 
Totulin.. to.in type, in a single composition, as rec.ted in 
claims 17-25 and 28-33. 

^« r-laims 28, 29, and 33, applicant 
m specific reference to claims ^a, , 

a...it. tLt, ^-ed on t.e teaCin.. o. Ludlow et al ..^son^ 
and aanxovic, alone or in any co^ination, a person »^ 
s^iU in the art would still be retired to guess, tesc 
peculate, and/or arbitrarily -pic. and cboose. two spec^.i 
.Lotoxins (e..., botulinu. toxin types A and B or A and K 
t.o™ among the list of seven different hotul.nu. toxins 
laentified by Si^son, as recited in claims 
„ot place any significance whatsoever in the types 
toxin, let alone in a co^ination of botulinum tox.n types A and 
s ir A and E, relative to the other botulinum toxins disclosed. 

Simply put, the general disclosure in Siwpson of botulinum 
toxin A through 0 is insufficient for Si,npson, alone or in any 
conO^ination with Ludlow et al. and .an.ovic. to teach or suggest 
the co^ositions recited in claims .9, -d 33. .or exa^le. 
; the general disclosure of botulinum toxin types A - 

insufficient for Si^son, alone, or in combination w.th Ludlow- 
al. and aanKovic. to teach or suggest a - 
con^osition co»^rising botulinum toxin types A and B or 
hotulinum toxin types A and E. as recited in claims .S, 23. and 



33. 
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f -i rant ' s invent:ion and disclosure 

only after knowing of applicant s inve ^ „ „^ 

L.e di««en. eypee o£ botuUnu. .oxin, such as t.pe. . ana B 

X ana E, in a aingla co„*-l.ion £r=™ a.on. .he a-en 
,,,..„nt ..t.linu. .oxin. aisclo.ed hy Si^=on. ^P™ 
.ul^nats .hat »u=h hinaai9ht i. an improper ba.xs for .a^ac.. g 

patent claims. 

xn addition, applicant sv^^ts that th, prior art does not 
aiecloaa, teach, or cvan .u^aat the thl 
.herein tl^ amount of the first neurotoxin .a greater than the 
amount Of the second neurotoxin, as recited rn cla.. 3.^ . 
discussed above, applicant submits that the prror art does not 
rscloae, teach, or even suggest a sin.le co^osition co^rr 
„=> or .nore different botulinu. neurotoxins, let alone 
aisclose, teach. or suggest the specific amounts of 
Botulinum neurotoxins, as recited in claims 30 and 31. 

I„ View of the above, applicant submits that the present 
clain., and clai»s 1-.. 17-.B and 3.-33 are unobvious fro. and 
patentable over Ludlow at .1.. Simpson, and .an>covic, alone 
in any combination, under 35 U.S.C. S 103. 

Each of the present dependent claims is separately 
patentable, over the prior art. For exa^le, none of the prior 
Lt disclose, teach, or even suggest the present -^J^' 
compositions including the additional feature or features 
.eclted m any of the present dependent claims, such as the 
specific con^inatlons of neurotoxins. Therefore, applicant 
sLlts that each of the present claims is separately patentable 
over the prior art. 
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conclusion 



xn conclusion, applicant has .ho^ that .he P«-- J^'^^^^ 
..e uno.vlous ..o. anO patentable ^^^Z. ^^ P ^r.. 

= r s 103 Therefore, applicant submits that the pr 
u.s.C. S 103 allowable. 

claims, that is claims 1 ^ Examiner to pass 

Therefore, applicant respectfully f ^f'^Harly alte. 
the above-identified application to issuance at » ^ J 

_id an. matters -----::::-jrz:::rz.. 

to call (collect) applicant's attorney a 



given below. 



Respejst fully submitted, 




Date; ^/ < "^Z >^ Frank /7< U^a 

Attorney for Applicant 
Registration No. 25,612 
4 Venture, Suite 300 
Irvine, California 92618 
(949) 450-1750 
(949) 450-1764 Facsimile 
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